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[0 0 0 1 ] 

/t f^^SS^f **** * O'/* *=«*^»**=«^*o J: V 

rtiitf m± ^ f^fi-uj^-e (il-6) T>^=r^h*#^ Jft * o 
I'm m«.#Tj 
[0 0 0 2] 

[0 0 0 3 ] 

fi L of Lt^*^,*****"^* (SatohHet al., Laryngoscope 
• 2002 Sep, 112(9) :1627-34) 0 KLH (keyhole limpet hemocyanin) <DftJ$$ i± 

[0 0 0 4] 

[HHiSf^f'^ 11 Sat0h H et aL ' Lar y n goscope. 2002 Sep; 112 (9) : 1627-34 

iftrnwrnvt l±v t-tz mm] 

[0 0 0 5] 
[0 0 0 6] 

=**W#fctttt*W!feS>**, IIr6#«JWIOi«»J{|c^fC*^ IL-67>* 

/* ^^fli^r^^'' ******* Ltttnrtwttt**^ 

fl*ttl*mk AKffjlr^liitteisicjgHti 

[0 0 0 7] 

k W & * y * n - * ^ fi -7 * * TL-^mm-n^r ^y^n-t *> 



ffiSE#2 0 0 5 - 3 0 0 7 5 3 8 



mm.2 0 0 4 -2 6 8 8 0 0 : j 

[0 0 0 8] 

^fS*"^^' CI] - [6] * 

[0 0 10] 

freei*^?^******* [7] - [io] » v .r*. 

] ^Sr^^'^^^^-^^VMRie-i^*^ [10 

^f eiws ** c «**^»ftJ«*^ ri4] KB 

[0 0 11] 

^^k IL_6T " * ^ h ***** £ fc Wif^ J; v/*** 
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#112 0 0 4 - 2 6 8 8 0 0 >' : 3/ 

[0 0 13] 

^MMCTtUfW, ^fflftplW*^ [14] tB 
[0 0 15] 

IL-6f±B«»H^-2 (BSF2) Wi^f > * - 7 ^ u y R9 y « ^ . . . ^ , t 
Hirano, T. et al. , Nature (1986) 324 7^ S t J^Zl t? , tLx ^ * ( 
munology (1993) 54 1-78) n t 11 ^ »#r f" (Akira, S. et al., Adv. in Im 

[0 0 16] P * (1988) 167 ' 1253 -1258) o 

• Exp. Med. (1987) 166 967 qri v f*^*^ 11 - 6 ***^* * (Taga, T. et al., J 
[0 0 1 7] 

■ issrKsssssBsus 

[0 0 18] 

(1991) 10, 137-146 Huana Y W J 1 u I f ( ? V1Ck ' D " et aL ' ^idcma 

, Huang, Y. W. et al., Hybridoma (1993) 12, 621-630 . 
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tmm&m^m 95-09873 , -7 ? y xmmm&mm-v-FR 2694767, *h#s^#^-us 5 

21628 ) o *<D— ot$S v^^^PM-l (Hirata, Y. et ah, J. Immunol. (1989) 14 
3, 2900-2906) <7>ffiiftt$:5e$ilt (CDR; complementarity determining region ) i \z h 

#-f-W0 92-19759 ) „ 
[0 0 19] 

HUIBIL-6T > * nT^j* h ti, }fl t< {iIL-6^#^^1-^^T^ *) , jffl L< iik 
ML-6S:W^Mi-^^ / * n-^;^#X{i^^^IL-6^##^W1-^^ey * n-^;v 
£vfcT* * a o ±15 1 h IL-6$## * •=& y 9 n - ^ tLX i±PM-l#L#W!)f; $ 
ft, i tz ~? +r 9, IL-6^## i*zWf %> ^ 9 9 u ~ j- )vmt tLX (±MR16-lfft#tf s W b ft Z> 

o mmomm, BtL<&, **?m^ fiixi? 

t hMlbPM-l^T-&& 0 
[0 0 2 0] 

IL-6 7>^^XH±, IL-6 X & v ^ ^ ;WSji * SSWf L , IL-6C9&t^lft?£tt * Pl« 
t^ftft*So IL-67>^=3--^ H±, fflL< <±IL-6, IL-65r##*<^gpl30 WiT 

tifr<D$&&!<zttir ^m^tem z>m%x3b%> 0 il-67>^-* h t L-a±, «iif 

KlL-6fit#, JftIL-6g:W#*fc#, fepl30 IL-6«#:, W^i4IL-6S^#3fc^^* 

& V > f ± IL-6X « IL-6$#f$ CO K*5 «£ IT, ittib 2;iWlM^^'tt*^1-^«® 

[0 0 2 1 ] 

#§PJTi£Jl$ft&^IL-6K#:{i, <&&IO#|££JE^T*° V * n - ±)VJL\t^9 9 n - 

t lx%%> z. hifx% &o xj&m $ ft 2>mi-6]fcfc tit, # ^ vmimto 
>r r 0 k - v \z m$l £ ft & co , is £ # it fs^-x^ \z£.*) isMfs? * ^ tf $&m 

/, ^ _ -c^K^ L tzm± £ £ ft h % <D iflh 2> o fcvfcfi IL-6 i: SitCl 
19 , IL-6cOIL-6S#^<Ofe^^ia#LTIL-6^^%^Wffi14cO|fflBtrt^^mm^m»fi- 

[0 0 2 2 ] 

ico «t 7 fc^L-ffci LT/ii, MH166 (Matsuda, T. et al., Eur. J. Immunol. (1988) 18, 
951-956) ^SK2 (Sato, K. et al., #21® B^M^U^, MIB$l(199l) 2 

1, 166) fW?)tL^ 0 
&II^6&#j&£>'W7 , y F-vji, !*S!ii:ii^gftSfflL, &.T<V£v izLXft 

[0 0 2 3 ] 

LT-f$ffi$tL^ t ML-6{±, Eur. J. Biochem (1987) 168, 543-550 , J. Immun 
ol. (1988) 140, 1534-1541 , ab£v^±Agr. Biol. Chem. (1990) 54, 2685-2688 tzffim 
$ iitzYL-bm^/ 7 5/ *m ^ & - t \z J; -z> X% b ti& 0 

tk, ^otiii^xit ^m±m*frbBm<DiL-6s&n*ft%n<DjjmxmuL, z<d 

[0 0 2 4] 
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[ 0 0 2 5 ] 

WtLTlt MR16-1#l# (Tamura, T. et al. Proc. Natl. Acad. Sci. U 
SA (1993) 90, 11924-11928). PM-l#frffc (Hirata, Y. et al., J. Immunol. (1989) 143, 
2900-2906) , AUK12-20#L#k AUK64-7 V»i±AUK146-15 (BRMfrtfttiBWfH! 

#-tW0 92-19759) &i^Wb;ft£o - ft 6 <D 0 *> U^jftfl; LTPM-ljft# 

[0 0 2 6 ] 

fflftffi (&«!fto< ffflrmiTg 1#1 ***6) ¥11^ 

7 12 0 FERM BP-2998 1 LT7 ^ * h § Slf^gFft §n."CV>4„ ifc, M 

R16-1 M4^^/'J K-^$te*i±, Rat-mouse hybridoma MR16-l<hLT, $!3£fr©: 
SAIIW Ift^fflflSBf Wtf&WflFft-fe > * - (3£»o < tfifnlC ITS 1 # 1 
6 ) 9 ^ 3 H 13 a FERM BP-5875 1 LTT*^ h fc&c? § SIH^K $ tl 

[0 0 2 7 ] 

£lIL-6§##^ 7 * n - ^ "f •/ U K - \± „ 31* W £ li<2rftlM =H£ffi L 
[0 0 2 8 ] 

llOiimilt Lt«ffl§« t HL-6g##fi, EW'NWffffiS&IWW 325474 

-7 9 ^IL-6S##:{± B*#ltmJfI^r 5 i#-f-#^¥3-155795^«HPi^ $ ftfcIL-65:## 

[0 0 2 9] 

Y§ttIL-6§##0 (Yasukawa, K. et al., J. Biochem. (1990) 108, 673-676) t<D~m 
**> $ lit *3 19 , igllli^^ & v> iiMitRSff it lfflj&l*lfj*^^l L T 
^IL-6S##*L#co^^<7)^M ^ LT $ ft a £ PI *9 . ft<OIL-6S:##£OT 
[0 0 3 0] 

urn l r m ^ il-6s##s a « i m<D m e k t <om^m e ® 4- sf^^n ativ^ 

t: ML-6S##4 3- Ki-*cDNA^^-tf7°9^5 KpIBIBSF2R ^It^ll (E.co 

n) a, ¥^5u^ (1989^) i ^ 9 BitxmL^fMcmAmmmm^m^m #s^»^ 

(3^4ft*o< ffrUmiTg 1#1 4»^6) fc> HB101-pIBIBSF2R iLt> S: 
f£#-5§-FERM BP-2232i: LT7"^ h 4k%}\z&<5% H^f£$ ttTV»S 0 
[0 0 3 1 ] 
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[0 0 3 2] 



[0 0 3 3 ] 



[0 0 3 6] 

79) 123, 1548-1550) PSXestgU f T " 6M /J 6 *!™*- J. F. et al. J. I.nol. (19 
Y (1978) 81, 1-7) NS- (Koh er G anTS , A" ? icrobiol <^ and I—olog 

511-519 ) , MPC-11 (Margulies D H Tt ? ' £ ^ J " J ^ol. (1976) 6, 

Shu^an M. et .I^'StS 27 6) et 2 6 t270 CeI ^ S f ^ S **°t ( 

ii^^K ^ } * 8194 ^w b X s N^ h i. s Exp F : M d a 

^«3*l* 0 ' ° (Galfre ' 6t aL > Nature ^ 277, 131-133 ) « 
[0 0 3 7] 

f^CTfff^V, andMxlstem, C. , Methods Enzymol. (1981) 73, 3-46) 
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[0 0 3 8] 
[0 0 3 9] 

[0 0 4 0] 

SR;W:/'j K-^ii, ifoi^it, ^^.{^ hat mmm (\ztf*y->*> r 

****** Z± * (#2^1-59878 o Sfefc, kFW^^ 

fl:t ^ ^*WLtUv. (BI*ftimB&H«*W0 93/12227 , W0 92/ 
039 8 , W0 94/02602 , W0 94/25585 , W0 96/34096 , W0 96/33735 ^) 
[0 0 4 2 ] 

ft********** ****** *>, tkJS* 

[0 0 4 3 ] 

^^ZVilTl T ll m *^ m) ^ * 125 ^ FERMBP-2998^L 

-fi2S^;Jn?^ 10%^ ; >J&iiJflL^ 5 %BM-Condimed HI (Boehringer Mannheim 
fJfi^^Sf * U F ~^ SFM (GIBC0-BRL ft) , PFHM-II (GIBC 



SI 
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4§*fcaix.lWfflv^;^^T^ («x.ll Borrebaeck C. A. K. and Larric 
k J. W. THERAPEUTIC MONOCLONAL ANTIBODIES, Published in the United Kingdom by MA 
CMILLAN PUBLISHERS LTD, 1990#?I) 0 
[0 0 4 5] 

(V ) Ki-SmRNASr^flii-So mRNA<7?#»±, 3M3l<0#^ #!lx.(2\ ?7-V 

>MM>&& (Chirgwin, J. M. et al., Biochemistry (1979) 18, 5294-5299 ) „ AGPCft 

(Chomczynski, P. et al., Anal. Biochem. (1987)162, 156-159)^ K X *) <£RNA 
U mRNA Purification Kit (Pharmacia^) ^=H£J1 LTmRNA^flfif &o ifc, QuickP 
rep mRNA Purification Kit (Pharmacia ft) &JB^* £ fc £ ± •) mRNA^tS^PM1-^> i 
t § S o 
[0 0 4 6 ] 

#6fLf-mRNA^'b«^*^ffiv^T^V «i*0>cDNA4"£j£"f-*o cDNAO^JfcJdU AM 
V Reverse Transcriptase First-strand cDNA Synthesis Kit ^^rffiv^T^f V <h 
&o cDNAO^JftiJ ilTitttltfi 1 3 fc*±5'-Anpli FINDER RACE Kit (ClontecWK) is 

JctfPCR *m^?z5'-MCE & (Frohman, M. A. et al., Proc. Natl. Acad. Sci. USA (1 
988) 85, 8998-9002 ; Be lyavsky, A. et al., Nucleic Acids Res. (1989) 17, 2919-293 

2 ) *&m-t&z£&-?%z>o #e>tt^pcR mmfrhBWt-f&mk »m-£*s£u ^ 

[0 0 4 7] 

C «) Sr3-K-t*DNA t*£U £ ft*^^ * -^Jfl*3itr 0 Xi±, »V| 
**a-Ki-*DNA £\ intffcC flit^DNA ^^ts^i^t 9~^$&&&^$> =£ v^ Q 

o 

[0 0 4 8] 

fc»^itMftx.SlKH£, ^9 (Chimeric) t Mft (Humanized) 

, U (human) 35vf* il "C £ & 0 £ fib<D tt, a^wM^v>tMtS 

KJ: »?*|ib*L* (BWH^fflJR^rHiS-^EP 125023 N HISMS8FffiK<&8li#-fWO 92-19759 
[0 0 4 9] 

$Ixl£\ ^ 9PM-1#C#:?)L fBtfc.ttfH ilOV Hit* a - K-t* DNA K 
(±s #*pPM-k3£i WM-b.lt ifr££;ri, c©7'7X? F^ltS»Ilt National C 
ollections of Industrial and Marine Bacteria Limited^ 1991^2 BllBt^ -#^NC 
1MB 40366 S.O*NCIMB40362i: h&iftfc&^SBlSfitSft-C^*,, 

tllf»!i> (reshaped) tFa#Hf$H, t h W©W*Ltt*U fflx. 

if v * ^ ^©fflWttftfe** (CDR) Sr t h fit#:^ffl«^ft5fe^«^S*l Lfc & Ot^ *> 
, jRKFftatfe^aifeit^jfet^&^TV^ (BkfflWIfrffle^H^-EP 125023 , S 

l^#l^ffilI5rli#-^W0 92-19759 #Rg) 0 
[0 0 5 0] 

ffifiE#2 005-3007538 
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[0 0 5 1 ) 

(Sato,_K.et al., Cancer Res. (1993) 53, 851-856) 0 " 

(«K#*fflK&H»*m 92-19759 *K) 1- SHUH-ia**** 

[0 0 5 3 ] ""' 

[0 0 5 4] 

omoter/enhancer ) ( " Cyt0megalovi - s Mediate early pr 

[0 0 5 5] 



sv4o yn, : *y~ r ,^ m Uit IfnZloxh qui 

11 iimS- . a i B '^ NatUre (1979) 277 ' 108-114), HEF1 a u%~? -—/x. 

cidsRes. (1990) 18, 5322 ) CftAM^K^S fcVS ^ 
[0 0 5 6] * C S * 0 

ffif£#2 005-3007538 
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Ward^CD^^ (Ward, E. S. et al., Nature (1989) 341 544 54fi • w, 
, Better (Better, M. et al. Science (1988) 240, 1041-1043 ) i^ItflS 

o 

[ 0 0 5 7] 

g^™B* (Lei .SI > et al J. Bacterid. (1987) 169, 437 m1 8 3 " 

defold) LTffflt* (lilf, W096/30394£#BS) Q 
[0 0 5 8 ] 

lut- * H k l? fe ^ (TK) MfS-T, *JMr^-9->^>^ T -^^ 

5*#&?^M e *^"* (EC ° gPt) **** (dhfr) 

I u u o y J 

»»ttttfc LTtt, (1) WMMtt. Milf, CH0 , COS B^aby h ts 

S )S Mllf#.7^in?j,7 ,Z " J/LM -^ ^^x/o-^-tr^, (Saccharomyce 

^ n ^^-tVtyx (Saccharomyces cerevisiae) M * 

fc^»Tv.f:ki|), in vivo C«*i4LTUK 
[ 0 0 6 1 ] 

Vjck. Glaser SPECTRUM Biotechnology Applications, 1993). it,, ftfit LTtt * 

ffifE#2 005-3007538 
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at^^^^H^yx^^tWf UUV\ (Ebert, K.M. 
et al., Bio/Technology (1994) 12, 699-702 ) 0 
[0 0 6 3 ] 

ZLOlJ'i =KDfcm£ 1 0mW.<D$n>®.*m.% (Maeda, S. et al., Nature (1985) 
315, 592-594) 0 ^A3^iv^J|^ i WWjS'friS^****^^^ ^ - 

, $lx.{£pM0N 530Hif X L, £ (75-^^ ? — £Agrobacterium tumefaciens Wi-) -f 
'JTi:iXt^>o Z.<D^t?7- 'J T£*^a, #!)x(£Nicotiana tabacum (C!S£fe£-i±, 
/ta©*J: IJjJra<Dift#*#* (Julian, K. -C. Maetal., Eur. J. Immunol. (1994) 2 
4, 131-138) o 
[0 0 6 4] 

±^Oid Kin vitroXiiin vivo ©14^{:t^#tI4f^*^> tri^Sil (H il 
) (L «) tn-K-t^DNA SrJM* ^ 

$k?&£^-C J;i/>L, **v»iiH ffiteXVL $fifca- K1~^DNA Ol&il^ * - 

, ?t±^^R$sm$^r 4 £v> (SIR^mK&M^VD 94-11523 #M) „ 

i«t{boTJ:v> e flj&tf, »»f^i:Ltl±, Fab, F(ab')2, FvXteHitfcL$t?>Fv£ 
T?3tlS$**:">>^f-i^ >Fv (scFv) j&*Wbft4 0 

[0 0 6 5] 

at^*1i^jfflJfe'C5&a§'** Co, M.S. et al., J. Immunol. (1994) 152, 

2968-2976. Better, M. & Horwitz, A. H. Methods in Enzymology (1989) 178, 476-49 

6 , Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 476-496 , Lamo 
yi, E. , Methods in Enzymology (1989) 121, 652-663 , Rousseaux, J. et al., Method 
s in Enzymology (1989) 121, 663-66, Bird, R. E. et al., TIBTECH (1991) 9, 132-13 

7 mm) o 

[0 0 6 6] 

scFv«, m$(vn my mmtL my mM*M%k-f&z. 1 1:± vfttbtL&o -oscFv^js 
v^t, h my ^Mti my nmiv l<«, ^^kv >a-^ltm 

(Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 
) o scFvKfclj-SH my ftjft $3 J: TfL By ffi$.\Z, L X |B« $ *Lfc & ®©v>1* 

^©S^otU^ 0 V «**jtift , t*^'/f- KV yiJ-t LT{±, fllx-JfT 5 / m 
12-19 ^jfi^^f 1 K**Mv>fetL* e 

[0 0 6 7] 

scFv^a- Fi"&DNA f±, ttrfB^^H ^X(±> H #£V «£ri- K1-&DNA „ ^ilF 
L L $IV llit^a- K1"£DNA U ^?)OE^^Oglf307 V 

BIBB?!)*: a- K-T-SDNA -tOWj&fc&Jfe?-* -f v-*fr£fllv>TPCR ftfclj: «9 

ilMBU $ & K'J >#-£|S^£a- F1"£DNA ^ iOf-e-^WSf 4r#^H 

$1, L $t SUSS ft* J:-5K^jfei"*'^9'f T-^*j|a*'&"*TJU«-r*i:fcKJ: 19 

[0 0 6 8] 

©*S±£JBV>Tl!r?£Hfl£o T, scFv£#&£ 

fcB|E#2 005-3007538 
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10 0 6 9 ] 

, 7°n^>A 7'nr^G t,*t* 0 7 0 n^f>A 

tcfflv^ffl^i: LT, mx.if> Hyper D , P0R0S , Sepharose F.F.^tf^f *U& 0 

itHs anro^>^^3K-C«ffl$fLTV»*^)i, «I^t«ftitli , J:( v -fa Plfe $ *l 

[0 0 7 0] 

±IB77 * -r -f -7 n v h ^9 7 <f -JgJL^c?^ n v b y*7 7 4 7 4)^9 

7^-f±HPLC (High performance liquid chromatography) CliLftio *^ ^IffiHP 
LC (reverse phase HPLC) v^T 4 «t V^ 0 
[0 0 7 1 ] 

IR*ft©j|BjfeK:J:4»^tC{i, PBS(-)"CaL£K#JRL;fcft, 280 rw<DWdt&* 
ifflfeU 1 mg/ml 4:1.35 0D tLtlffit^o ifc, ELISA K J: ^^liKT© J: d fcS 
Utiit^Sio 1" O.lMM^mMW (pH9.6 ) T? 1^ g/mlfc#JRLfc* 
^HitMgG (TAGS) 100// 1 £96?C7V- b (NuncS) iZfyjL^ 4 "C^— BjH >*-=.^ 

#Xtt^#4r^tf^>7;v, ^Witl.?^ LTfe MgG (CAPPELJR) 100// 1 £»U 

[0 0 7 2] 

ifeiN^ 5000j§#|R Lt:T V 7 * r 9 ~ VmWM t b IgG (BIO SOURCE^) 1 
00/. 1 4-3MJX., iSCTl^^fVdra^-ft^o IfMtti^^^^ 
-V3 MICR0PLATE READER Model 3550 (Bio-Rad M) £fflv>-C405nm T'OfM 

[0 0 7 3] 

89«tt«-fe^lUft^i»Sfc** 0 gp*,, IL-6@C^#«IL-6S##^^LIL-6fc^^-fi<3^fe 

IL-63fc^#{±, IL-6<7)7 5 JMrnnVT^ /i^Mttt^CiCJ: ^I**AL 

£f £ L < i* b IL-67?* £ o 
[0 0 7 4] 

&#fi<jfc:W\ IL-607? sm.ffin*£:%\<Vfr : ¥- ; £f*V yyfxxy? A, /cUlf^ WHAT 
IF (Vriend et al., J. Mol. Graphics (1990) 8, 52-56 ) ^m^X^<D~>Xm^m 
U 3 izUmZtiZ 7 5 SWm&O&fcKZ. Z\tK£V) frfctL* o 

M&fi$l7 5 7t^I!:^Lfcf, ML-6a^«ra- K-tattafeE^S-g-tr^^ 

^-^-iifc lt, anffffcttspcR mz± *)7$ sm&M&zixz x ? K^zmx-t 

h Z\ k iz X 19 „ IL-65fc^#£ a - Kf « itfSWtf 0 - CTitS 
[0 0 7 5] 

IL-6^C^#^)^-#M t LTfi, Brakenhoff et al., J. Biol. Chem. (1994) 269, 86-9 
3 , StKSavino et al., EMB0 J. (1994) 13, 1357-1367 > W0 96-18648 , W096-17869H 
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* Z> v> {±IL-6 fc co^fgft^ U S.oIL-60^^^^TS1±*fSJi L 4 v^jft?^ h 0 BP 
IL-6*fU^yf- K3U± IL-6fr##g|^^ 7°^- FmL-6S##X(iIL-6«£^U £*t 
h *MUir% Ztizlt) IL-6<DlL-6%®fa^<Dffi&*!$mK)Km.91rZ>o ZOtfcZk, IL-6 

[0 0 7 6 ] 

ic£> V^TIL-6 £ IL-6^# £ Ofg£iC#;b h ffi$L<0--WL\£&M<nT 5 7 ^@B?iJ#> htzh 
^7°^- Kf*S 0 ClOJ; ? &^7°f- Ktt, iI1|10~80, 04 t< {±20-50, iOSf*L< 
(A20~40j® CD 7 5 7 gfcJS&tf' P> & * o 
IL-6g&^7 0 ^ KX(±IL-6^##^^^-7°f- Fii, IL-6Xf±IL-6«#W7 5 7 ItS£^J 

[0 0 7 7] 

IL-6£!$^7°^ KXt±IL-6^##Si5^7°^ F^itfS^I^Kj^&K J: •? f^-f * £ ti 
IL-6£|$^7°^ FXi±IL-6^#§5^7°-f- F£^7°f- K^j£&fci *)ftM1r2> fctt, 

& £ £ 5&*T» § & o 

[0 0 7 8] 

K^-j&Lcfc? fc1-&^7°^ F^C *Si:^t47^i^§*, «- r^y&Rxf 

o 

[0 0 7 9] 

£ CO £ ? \z L T 1 fi<j i: 1" ^ ^ 7°^ F £ <£j& L WIKl^ 7°-^ F#t<03d## 
*e><3$0WfRlS *■*-*<, ^7°f- Fg$t©i£©fBO&&cii, Boc Stli7^tic*Xtt h'J7 
;vtn^^y^;^>f^, XFmoc&T? «TFA ^fifffiv^it^tl^o Boc feTtt, 
08 £ if 7 -7 * -e±|S««^ 7°f- FM * T - V - ^fflETtfelt 2 0 ^v>T\ 
lioKItJ^^WlOSft l^7"f KSrEHW&o itLSraMSft*^* C fc J: »? 

kjcsx^ 7°^ ym<n%nm* % <D®wmB*ft i^t a*-e § * 0 

[0 0 8 0] 

X ^ > ;v^jf J: « ^Pi#F*f , T 5 7 Xii7 5 7 KE7!l#M»f$ C J: W 

IL-6gR£^7°f- F5.l7lL-6S:WB^7°f- K #§§¥2-188600, #f§¥7- 

324097. #§§¥8-31 109871 WJfcBtflM&llUS 5210075^H^S*LTv>* o 
[0 0 8 1 ] 

ZtlZ> IL-6 7 y 9 ^- X h <7> IL-6 -> 7 ± JVj^M ft tt . V » ft 
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^Mia^fFHin^t^T^Sc JWfcttfctt, IL-6#c^'l±t h#fit«=f* (S6B45, KPM 
M2) , KYUy^JUhTVysmfflfflMKM , **V>ttIL.6^ttjWH&MH60.BSF2 

I0 0 8 2 ] 

II^65£##«Kffll&-C**U266*i&*U 125 I «IL-6^^jDL, |WJB#t'IL-6 
T y & 3"— 7 b £-jjnx.<5 itCi <9 , IL-6S#MS«l:g^l/: 125 1 HmiL-6£iiJ 
3e1"So ifBTy-fe-f^tC^ViTs IL-67>^ tf— ^ b Sr#lE$-e:*tff »wJdxIL-67 
rf - t. b £ $ * v>»ftt ayfn-^B 1 !, <b fifciB* £ JfclW tUJIL-6 7 

y 9 =fi x b OIL-6ffi#Mtt*fFfiB-t 4 £ § 4 0 

I0 0 8 3 ] 

[0 0 8 4] 

?±itx &tsiH\ mn&mmffl* z * mho- *> bm<d^-m, & 

*)0.01mg ^e>100mgO<EHt?a<f*L* o «J l~1000mg % L < {±5 

~ 50mg<75&#i £ i **"C § 4 0 
[0 0 8 51 

1 *8 (4MM) H0.5mg^e>40mg, fipi L < {ilmg/^20mg& 1 U^kifcEU'rWC, $1 
[0 0 8 6] 

co 1*1 % W * © t&58F*5 J: & / 1 tz it =f- ffiM li . xmmm \z Wtm £ it £ 

-ft F'J^A, ^ir^y^ * f;i/-t;vn-x, ^-f-^-fe^n — 7, 3r ? yjfk^ 7 

fl/V^'Ja-^, 7*'J>, /^7 7^>, ^ 7 "7 , ;;l/7;l'3-;l'. XfT'J^, 
jflLVt7;V7~5 > (HSA ) . T^^h-^, v;nf f-;K It 

I*ffi#iJ] 
[0 0 8 7] 

mnm 1 . 
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( 1 ) w mm * * <nmijm7£ 

4jS^C57BL/6 J ^W^CWU WffiT 0 K USttSi #KJ6 (ABB) «t S yfjj jg * 

Itc/;o flto&W£»i J ¥-">?5>> (Xyladine) 43 J: &>r 9 5 > (Ketamine) <©flUSl*l&5f K 

]fi^PfffiffJ^<7?7t«6^) (ABR) tiittMt LTTucker-Daris Technology1±cODB4 £ 
> ±ii|i@f££ LTPowerLab2120£ffiv>/c 0 Hlt«£0;fcae>fc:#;lfctf <0]B«3&ii 4 kHz, 12 
k Hz* J: k Hz<7>3ff IS tL, ifflSe L o 

[0 0 8 8 ] 

(2) SUPS-tT'^Wf^jS 

^W^W^e (W^H^Sfc LTRIQNtf— 7** h •;AA67NW?**>$'V >f Xfcffl 
Lt SONY SRP-P150, FOSTEX D-1405K £ o ritf* LfcWfc tl, @$Jl2cmC9 

jfcri* & ± } 41 $> h C £>I£;e (CASELAti CEL-231 «t 0 20#f B 1O H^tf fctt&EIiflJJlE) L 
■C*5V>fc&fln?, 2l$W5l&:*;W*MHT&L;fco Mli4 kHzSPLOOctave band noise^ffiv^ 

[0 0 8 9] 

(3) ag*ij«# 

±IB (2) Oft, «|«l*:Ai3J:0 t BO2»H*>^ W^i:7f MgG 2mg/bodyifc 
fi MR16-1 (m^WUX-mMLtzmL-eRAMIttfum 2mg/body£^^££-C$:^L7 t Co «! 

(4) VfcftRMtiM£ 

[0 0 9 0] 

(5) m^mm 

#*?M@#<£>±f2 (4) "Cft & *LfcW;& i , -hia (1) T?»€>tLfc«!«iltr«>W*o^* 
JRtK H§#l!f«Tffi (dB) IfffiLfc. MR16-lS#»iWJS»4r>«r-C#««ifBcS«t 3 F*& 
WSWMtfiT (dB) fclffcULfco 
[0 0 9 1 3 

mm(4)<nmm<DmKimttt:LMtimfct) t Jfwmt%~3?ztzib, wml?z q m^mm 

[0 0 9 2] 



&1 







MR16-1&-5-1B 




4kHz 


22.5 


37.5 


-15 


12kHz 


35 


27.5 


+ 7.5 


20kHz 


55 


28.8 


+26.3 



[0 0 9 3] 
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[0094] ■ o 



[0 0 9 5] 



[0 0 9 6 ] 

± h M*^Sr7 (reference 8ene) ^ LT 18SrMA3H£fflU A ACt&>~ 
[0 0 9 8] 

fan 1^ t L V^ u * i (ii *S?n£ (b 

sal; kfctf, *^*^^e>iaJRL-C^*?*/i 0 Western blotter ± h tnt a i qtatq 
[0 0 9 9] 
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[0 10 0] 

#^ff!t 1 • fc TO#JL-6^#:c7)f)ll1i 

Yamasaki^O^ffi (Yaraasaki, K. et al., Science (1988) 241, 825-828) K^%h 
£fcIL-6$$tf:*3- K-*"&cDNA£ 3 KpBSF2R.236*fflv*T, PCR j££«fc V) ~wf 

2S^5?S*??f L?t % 7 '^ § KpBSF2R.236*«R»*Sph I T«Lt, IL-6S 
^#cDNA£#, _*L£mpl8 (AmershamM) CjfALfc. IW»*c0NAfc* h * K y 

^iftf^^ (Amersha * " ^ PCR teTIL-6S«#cDNAtcSE**-^AL7to to 

T -6 cDNAtt* # hfltz 0 
[0 10 1] 

J5S II i?^* l3D *^«at*fc»K, KpSV (PharmacialS) 

77 ^^ KpSVL344 £#7c Q dhfrtf>cDNA*£-tr"/?*$ KpECEdhfrKHind III 
f*l I^W^^^#ttn^6»#cDNA*#AL, CHD|BJb»«? , ?*3 KpECEdhfr344 

[0102] 

10^ g07"7^ KpECEdhf r344 ^dhfr-CHO|IB»DXB-ll (Urlaub, G. et al Proc 
Natl. Acad. Sci. USA (1980) 77, 4216-4220) ^^>-)A7«7xOit^ (Ch 
en, C. _et al., Mol. Cell. Biol. (1987) 7, 2745-2751 ) K«fc*K f7^ 7xnL 
ff° I *«* 7 ** h L7tCH ° '™^ lmM 10% a#fFCS > lOOU/ml 

g/ml °* h ^T^*^***** K^«MEM 

[0103] 

o -(75CH0 «^n->^20nM~200nM <Dmm<D* b b W-hT*|L t hTOlJ 
IL-6£#«£CH0 Ml**5E27*#*: 0 CH0 ,«%5E27 * 5%FBS fc^fr^ * a-refeg?^ 
*f Gibco m T**Lfc 0 J&*±«f*EIJRL, «±»^Pl*#f4lL 

[0104] 

2 . ML-6M(Z)1S 
10^ g mmmiL-Q (Hirano, T. et al., Immunol. Lett. (1988) 17 41 ) £ 7 n 

ll^tTZT^lliii KMia/cT^^tftau JULW^icaiL-ettfr^mTS * 

^ - ;n500«-ffi v> r 5 x n - v,iif P3U i i |^ ^ ^.^ o ^jyy F-v^hat i«ifc* 
fflV^Oi^co^ (Selective Methods in Cellular Immunology, W.H. Freeman and Co 
S ! n ,I^ nC1SC0 ' 351 ' 1980 } fc^T3HRU aUlL-6tt^£t^^^7''J K- 
[0105] 

T 1 f? ^ f***'>^**^96*^*n:/l,--h (Dynatech Laboratorie 
i iiS2£ la> VA) ^°- 1M ^ car bonate-hydrogen carbonate««* (pH9.6) 
£7hT£i I ^Tf? Ig 1/m1 ' C °° per Biomedical. IncM Malvern, PA) 

BSA ) Sr^trPBS K3l ») £i&T2 BSW&aLfco 
[0106] 

JS\ C h *r5fe^-LT. 2000cpm/0.5ng/well£&£ i o &c 125 I 

W*«mfflIL-6*#^*jDL, tt^Lfelfc^ottJjmtt*^^*^^^- (Beckma 

miE# 2005-3007538 



2004-268800 



18/ 



n Gamma 9000, Beckman Instruments, Fullerton, CA) T~MfcLtz 0 216 ^^7*1) 

i--5^IL-6i5L#MH166 ttlgGl * 4 V'St^iV ^ M 

[0107] 

f IL-6«ttv^^^^rv K--^n->MH60.BSF2 £JEv>TMH166 ttfltfcJ: 

r /1^ 3o^ ffiL> ^ZMim «#**tr**7Vl,*in*., 48H»N:ift*U 0 5 
iii;i2/,t B ;^._ (NewEnglandNucleai -> Boston, MA) fciDAfcft, JEK6 R»n 

^Science Co., Tokyo, Japan) T&aLfco a > h n LT * * mEL-6tt# * ffi 

[0 10 8] 

HiftjwkBiLt ^^=t^ mhi66 fcm±iL-6<Dm&**m-tzz.tlmh 

[0 10 9] 

##M3, jftH ML-6^#jjT,^:^iigy 

^^t^^SJSSS* 8, Y ' Gt aL L ImmUn ° L (1989) 143 ' 2900-2906 ) 
/ftLfctt L-6^«#MT18^CNBr { Cj: * ^fc^fc*? r n-*4B (Pharmacia Fine 

66Srl/o^^rh_^ (Wako Chemicals®) , lOmM h V ^c* y -;i/7 3 > (nH 7 8) 33 «£ WO 
15MNaCl^lmM p-,^ T ^ 7 * ^ * 7 ^ ™ ™J 

VK (Wako Chemicals®) (v^h^UMO "C «TMb U t7TD-w-XJ-l* 

&tz&<DumtmiL-^mift l?z 0 umm^, jest 

[0 110] 

n=S 7^2^11 2?° 9 , f OU266 «^ * *fc±K«^«IU6*#*^io B 33 § K4 
3T^*iS|l! B ^??!\ TIL i^^^^Stt^M^fc 0 5 910 7 ffl©U266*HJ&* 

[01*fl] 0.025ml «1M Tris (pH 7.4) -Tf+SILft. 

t ^'^^2' J !-';^*-t**0.01.1OTrotein G t7ro-. (Phrarcacia K) 

[0112] 

I'm i & Un ° L Lett ' (1988) 17 ' 41 ~ 45) - tf^^-'^HK* (NewEnglan 

7) ^t a 967 B 9 0 8T)' o MA) "* " im * L * ^ T - 6t aL ' J Exp Med Q 98 
[0113] 

4 X10 5 «OU266«l£l 70% (v/v ) o^>f K- vW-i©**^* J: or 
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14000cpm<7) 1 25 I «IL-6 1 t i> £i£3l L fco 70^ 400> 

^ --y^yaif-ixy^^-n; 300^ 1 c^FCS ±^MU 3frfr<£>&, mm±<DtMmt± 

[0 1 14] 

4 . gcv $ * iL-6&®i$mk<vmm 

Saito, T. et al., J. Immunol. (1991) 147, 168-173 Kffi«tf>^?£^ J: *) > v^^IL 
-6^## £*$"t £ * ^ * c - ^ ^ffi* ZMMLtZo 

■7 7 7 oTv#1±IL-6^:## 4: j^&l" £ CHO M £ 10%FCS tr IMDllJ&*iftTtf&* L , * <7) 
mm±.ffifrhtfr^V XIL-6%mfam$RS12 (±|BSaito, T. et al #JBQ £Affigel 10? 
)P (BioradSO fcmfeLtzT 7 J =-t 4 ~iJ 7 A ^fflV^Tv^X nTv#ttIL-6S:^#^«^ 

[0115] 

# ftfc 7 iT^ttIL-6^ ^50^ gfryujyh 5? a A > K t L , t> 4 

77-7 y fClSBCML/co 2 aiW^ <b (i 7 u A y h^Tya^o K-eitin^ 
^L/cc 450g^9^ H%Ilitt££PRU 2 X10 8 fi£l X10 7 i(Ov^X = xn--7 
SfflJiaP3Ul 50% WPEG1500 (Boehringer Mannheim $0 & i> 'h^X'&'&te X tiffllfeM'&Z 
■*ktz^ HAT Jgflfcfc-C'W 7*i) F-T&77 V -=-> 7~Ltz 0 
[0116] 

H^7'; MgG (CappelS) * = - b L?z7°U- YK^4 7'V K-^i##±?i 

*mz.tz^ ^7*^mmL-6$:&fc*Kfo2*£tzo >x^x\ 7^^^7 7TL-^mt 

#Mfc*3 £ XfT)Vij V7*77t f-VMWlK 7 i?fa7 *t *cIgQ \z X Z> ELISA ft£ i r, 
J* bJv#'I4IL-6S:##: K *f"T & Sr & W "7* V K- v £ J* 7 V - - >- t o 

(Dm^mi^tifz^4 7''J F-v^n->t±2 lOt/^^ 'J --y^^TV^ ip.— <7) 
k-v^ n- y*&tzo z.<D7V->*mi6-lt%,itiltzo 

[0 117] 

:©A-f^'J K-v^^t-^a#^v^^IL-6co1tfRfgii^j3lt^it'fn-ffitt^MH60.B 
SF2 (Matsuda, T. et al., J. Immunol. (1988) 18, 951-956) ^m^tz 3 H f?y 
yoyM&frXM^tzo 967^^7°U- b ('MH60.BSF2 M&1 910 4 l@/200> l/^i^ 

«fc 1 K^Wk^tZo ^<D7°V-Y fclOpg/ml <7)v-j7XIL-6hMR16-l^X{iRS12K# 
£l2.3~~1000ng/ml ftnxT37°C^ 5%C0 2 "C44B#^^* Ltz^ 1^ Ci/ ^ji^cO 3 H ^5 

. BSF2 W<7) 3 H f-5 5>>Jfc&*fc#PffllLfco 

tfc^o-C, A/fyiJ K-^MR16-l (FERM BP-5874)«^f^feL^{±. IL-6CDIL-6S: 

[0 118] 

[Ell] illt «Ml«gf*^U 3fl^^jg7«^J; L/c v -^^coil 

ffg^T-^VtC^^t^^ ^McO^IL-6Rt bM^# (MR16-1) ^^i^v^X^, 
i^nyj>Gt4W(:^^t, HS^WffiolSTS (dB) ^t77 7t*^, 

[1212] Hi2{±, SD7-y h ^mnffi*ft%^fzfe<Dm*Ffc&ll&, %M<o*y4 b* 
^ y<7)^0#^^t^7^-r. iIM2 JcisttSRT-PCR ! S:^«^I&S-e**o 

[113] 0 3ii, SD^y f i:titf^ff^o/;t©i*(^tt^, TNF«C9«S5 
mtZyFlr, mmm2 ^jsit^SfifiiJRT-PCRco^^^i-^^^^^^o 

[HI4] HI4{±, §Vv 7 Y\zW*%ffi*fttz^tzt&<Dm^&tfh, IL-6?>7«e^ 
^^^1", ^istt^^i^RT-PCR^Mm^ft-t^^^-e^^o 

[®5] HI5{i, SD9^ hHWMWSr^f^o^OjJI^^^ttS, IL-l^WSS 
mt^mi-, **M2 ic*3tt*^»^RT-PCR^I^*^-r^7 7-eab^o 

[1116] 16(i, HJ&M2 ^i3^T, ^#^W6B#^m^>SD9 7 Vectas 
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JSif-i? kiu;:J: ^ ^ v ^^ IL - 6 ^*^^-^iL-6^^mL7t^^^-rgj M ^ 

[EI 7] 0 7(i, «f0 2(Ci3V^T N &*||W6l$|lim<®SD?y K0«»*, Vectas 

6-1 ^#^J4-eiHML7tfcLlL-6Rt: hMimm Xlir; MgG (*fB8) £}£^L^ 

STAT3 ^ Erk ^kt, ^WcV^MMbSTAra, Erk 
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